OBJECTIVEdTo examine the global prevalence and major risk factors for diabetic retinopathy (DR) and vision-threatening diabetic retinopathy (VTDR) among people with diabetes.
D
iabetic retinopathy (DR) is the leading cause of blindness among workingaged adults around the world (1) . Despite the significance of this problem, and the rising prevalence of diabetes notably in emerging Asian countries such as India and China (2, 3) , there are few precise contemporary estimates of the worldwide prevalence of DR, particularly severe vision-threatening stages of the disease, including proliferative DR (PDR) and diabetic macular edema (DME).
Previous individual studies have shown considerable variability in DR prevalence estimates among individuals with both diagnosed and undiagnosed diabetes, with rates ranging from 17.6% in a study in India (4) to 33.2% in a large U.S. study (5) . Differences in study methodologies, population characteristics, and ascertainment and classification of DR have made direct comparisons between studies difficult. A meta-analysis summarized the U.S. prevalence of DR (6) , but this study was limited to individuals with type 2 diabetes aged 40 years and older, and the data were largely derived from individuals of Caucasian background, with limited data on other racial groups. More important, this study did not include Asians, and an estimated 100 million people in China and 80 million in India have diabetes (2, 3) .
Although the major risk factors for DR (e.g., hyperglycemia, hypertension, dyslipidemia) have been examined in many epidemiologic studies and clinical trials (1), there is considerable variation in the consistency, pattern, and strength of these risk factors. This is particularly so with respect to severe stages of DR, because individual studies generally lack power to detect significant associations for PDR and DME. Thus, the importance of modifiable risk factors for these visionthreatening stages of DR remains unclear.
Generating a broader and more precise estimate of the prevalence of DR and its relationship with major modifiable risk factors, specifically for vision-threatening DR (VTDR), is crucial for guiding public health education and optimal clinical management of diabetes. We therefore conducted an individual participant analysis pooling population-based studies from the U.S., Australia, Europe, and Asia to determine the prevalence of DR and its sight-threatening end points (PDR and DME) as well as their relationship to key risk factors.
RESEARCH DESIGN AND METHODS

Study selection and inclusion criteria
We first performed a systematic literature review to identify all population-based studies that had ascertained DR from fundus (retinal) photographs. Englishlanguage articles were retrieved using Medline, EMBASE, Current Contents, EBSCO, JSTOR, and Science Direct using the following search terms: "diabetes" and "retinopathy" or "diabetic macular edema" and "population." We identified 3,539 citations identified to 10 February 2010. Irrelevant and duplicate citations were excluded after a review of the titles and abstracts. The full texts of the remaining articles were reviewed to ensure studies met inclusion and exclusion criteria. In addition, we manually reviewed bibliographies of included articles and consulted with colleagues to identify other potentially relevant population-based studies that had assessed DR from fundus photographs but which may not have published results or in which grading for DR was still ongoing.
Studies were excluded if they were not population-based and/or if fundus photographs were not undertaken to ascertain DR. Two investigators ( J.Y., R.Kaw.) independently selected the studies for inclusion. Disagreements between the two were resolved by adjudication with two additional reviewers (S.R., T.Y.W.).
We identified 58 population-based studies in which fundus photographs were potentially assessed for DR. Principal investigators of these identified studies were then invited for collaboration in this individual participant meta-analysis. We requested individual participant data regarding presence and severity of DR, DME status, age, sex, ethnicity, diabetes type and duration, hemoglobin A 1c (HbA 1c ), systolic and diastolic blood pressure, lipid profile, cigarette smoking status, BMI, and current use of diabetes, antihypertensive, and lipid-lowering medications.
Investigators from 35 of the 58 identified studies provided data for this analysis ( Table 1) . Investigators of the remaining 23 studies could not or did not want to participate, or did not respond to repeated invitations. All studies had institutional board review approval and provided appropriately deidentified data for analysis.
DR assessment and definition
Retinal photography was performed in all 35 studies according to standardized protocols. Most of the studies graded for DR using the Early Treatment Diabetic Retinopathy Scale (ETDRS) and its modification or the American Academy of Ophthalmology (AAO) International Clinical Diabetic Retinopathy Disease Severity Scale (Table 1) .
DR severity was categorized as non-PDR (NPDR; level 20 through level 53) and PDR (level $60). DME was defined as absent or present. The four primary outcomes for this study were based on the severity in the worse eye or of the single eye that was photographed. Any DR was defined as the presence of NPDR, PDR, DME, or any combination thereof; and VTDR was defined as the presence of PDR and/or DME. These composite outcomes serve as the primary outcomes for this report, which respectively, indicate presence of any DR and severe DR likely to result in vision loss if left untreated.
Definition of diabetes and major risk factors
Not all studies reported information on diabetes type. If data on age at diagnosis of diabetes were available in these studies, participants were classified as type 1 if they were diagnosed before age 30 years and as type 2 if they were diagnosed with diabetes after age 30 years, as previously used in one study (7) . Hypertension was defined in subjects with a blood pressure .140/90 or who reported being on treatment for hypertension. Serum cholesterol was categorized into levels ,4.0 or $4.0 mmol/L.
Appraisal of study methodology and heterogeneity Study methodology and heterogeneity were assessed independently by two investigators ( J.Y., R.Kaw.). Any disagreement was settled by consensus or adjudication with a third reviewer (S.R. ! AAO CSME ophthalmologic definitions were defined as those with a score of $9 (maximum, 11).
Statistical analysis
Data from each study were checked for consistency in variable definition before pooling, and where appropriate, data were recategorized according to a common definition. Race/ethnicity was categorized as Caucasian (Europeans and those of European origin), Asian (Chinese, Chinese American, Japanese, Malay, Indian, or people of Asian origin), African American, and Hispanic (Mexican Americans). Asians were further subdivided into Chinese or Japanese origin, and South Asian (Indian, Malay, South Indian, Thai, etc). Studyspecific and pooled-data estimates of the prevalence of any DR, PDR, DME, and VTDR were directly age-standardized to the 2010 world diabetes population aged 20-79 years (8) using age strata 20-39, 40-59, and 60-79 years. We calculated 95% CIs for standardized prevalence rates using a normal approximation and Breslow-Day standard errors, after being modified to use a binomial assumption for the variance of the crude stratum-specific rates (9) . Initial analyses included data from all 35 studies, and subsequent analyses were performed using only data from studies with similar methodologies and outcome definitions (i.e., studies with a score of $9). Results from the latter analyses are presented throughout this report because of their similar methodologies.
Poisson regression models with robust error variance were used to estimate relative risks for DR, PDR, DME, and VTDR by categories of risk factors (e.g., hypertension, duration), adjusting for age (continuous, from 20-79 years), race (five categories), hypertension (yes/no), HbA 1c (four categories) and study, as appropriate. We also performed supplementary analyses on the interaction between diabetes type and duration, using people with type 2 diabetes for ,10 years as the reference group. Including sex in regression models generally did not improve the model fit and did not appreciably alter the results.
Global estimates
The total number of patients with diabetes with DR aged between 20 and 79 years was estimated by multiplying the 2010 country-specific totals of people with diabetes (sourced from Diabetes Atlas) by our pooled racial group-specific rates of DR using the most predominant racial Other: Macular edema (ME) = retinal thickening within 1 disc diameter of center of macula or history of ME with history of photocoagulation confirmed by treating physician.
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Other: Not reported. Other: ME = HE in the presence of MA and blot hemorrhage within 1 disc diameter from foveal center or presence of focal photocoagulation scars in the macular area. Other: Clinically significant macular edema (CSME) = macular edema within 500 mm of foveal center, or if photocoagulation scars were present in the macular area.
care. Table 1 and Supplementary Table 2 .
Analyses of these 35 studies showed that the overall age-standardized prevalence of any DR was 34.6% (95% CI 34.5-34.8), PDR was 6.96% (6.87-7.04), DME was 6.81% (6.74-6.89), and VTDR was 10.2% (10.1-10.3; data not shown). Analyses confined to studies with similar methodologies and rigorous outcome definitions showed that the age-standardized prevalence was 35.4% (35.2-35.6) for any DR, 7.24% (7.15-7.33) for PDR, 7.48% (7.39-7.57) for DME, and 11.7% (11.6-11.8) for VTDR ( Table 2 ). There was no discernible sex difference in the prevalence of any DR or for PDR, DME, or VTDR. Extrapolating these prevalence rates to the 2010 world diabetes population, we estimate that 92.6 million (91.2-94.0) adults had any DR, 17.2 million (16.6-17.7) had PDR, 20.6 million (19.6-21.6) had DME, and 28.4 million (27.6-29.2) had VTDR. 25 .2%). Similar relationships were also evident in the prevalence patterns of PDR, DME, and VTDR. There was a trend toward a higher prevalence of VTDR stages, but not any DR, in people with cholesterol levels $4.0 mmol/L. Analysis by year/period of fundus photography suggests a decline in the prevalence of any DR in the post-2000 era (Table 3) .
After (Table 4) .
CONCLUSIONSdThis study provides a global estimate of the prevalence of DR and the severe stages of DR (PDR, DME) using individual-level data from population-based studies worldwide. On the basis of the data from all 35 studies on more than 20,000 participants with diabetes, we estimated that among individuals with diabetes, the overall prevalence of any DR was 34.6%, PDR was 7.0%, DME was 6.8%, and VTDR was 10.2%. Analyses confined only to studies with similar methodologies and ophthalmologic definitions showed that the age-standardized prevalence of any DR was 35.4%, PDR was 7.2%, DME was 7.4%, and VTDR was 11.7%, among individuals with diabetes.
The prevalence estimates of any DR and VTDR were similar in men and women and were highest in African Americans and lowest in Asians. Prevalence rates were substantially higher in those with type 1 diabetes and increased with duration of diabetes, and values for HbA 1c , blood pressure, and cholesterol. Extrapolated to the world diabetes population in 2010, we estimate that approximately 93 million may have some DR, and 28 million may have sight-threatening stages of DR.
The prevalence of DR has been previously reported in a number of populationbased samples (11) (12) (13) (14) (15) (16) . However, prevalence estimates varied considerably across some studies, depending on the population and study methodology. For example, variable prevalence rates were reported between populations of different ethnicities (e.g., 32 .4% in an Australian Caucasian cohort (14) vs. 48.0% in a Mexican American cohort (15)) as well as between different populations of the same ethnicity (e.g., 35% in a U.S. Caucasian cohort (13) and 15.3% in a more recent Australian Caucasian cohort). More important, prevalence estimates for the more severe and vision-threatening end points, such as PDR and DME, are scarce, due to the small numbers of these cases from individual population-based studies. Published estimates for VTDR prevalence (17) (18) (19) (20) , for example, ranges widely, from 1.2 (17) to 32.2% (18) . Our study provides the first precise estimates for these important clinical subgroups of DR.
The most comparable study to ours is the pooled analysis for prevalence of DR Data are n/n unless otherwise indicated. Note: Data in this table come from high-quality studies only. High-quality studies were those that scored $9/11 on our score, and, for "Any DR" outcome, the DR grading could distinguish $level 20 and the study provided DME data; for "PDR outcome," the DR grading could distinguish $level 60; for DME outcome the study provided DME data; for "VTDR outcome," the DR grading could distinguish $level 60 and the study provided DME data. *Diabetes type includes the diabetes type information provided by each study plus the calculated diabetes type based on the age at diagnosis assumption. Type is missing if this information was not provided, and/or age at diagnosis could not be determined. †Hypertension was defined in subjects with a blood pressure .140/90 mmHg or who reported being on treatment for hypertension. ‡Era of study was the period during which the fundus photography was undertaken.
care.diabetesjournals.org DIABETES CARE, VOLUME 35, MARCH 2012 561 in the U.S. (6) . On the basis of eight population studies derived from the U.S. and Australia, an overall prevalence of 40% for any DR and 8% for VTDR was reported (6) . These estimates, however, represented findings limited to individuals aged older than 40 years and only with type 2 diabetes, were largely derived from individuals of Caucasian background, did not evaluate PDR and DME separately, and did not include studies from Asia. Ours is the first synthesis of individual-level data from all eligible population-based studies worldwide with a sufficiently large sample to allow a more precise estimation of the prevalence of PDR and DME. Some of the differences in DR prevalence between individual studies may be partly attributed to the differing periods of the studies (Table 1 and Supplementary Table 3 ). Improvements in the management of DR and diabetes, and increased screening for diabetes, may have led to lower DR incidence and prevalence over time (21) . Furthermore, DR susceptibility may also vary among ethnic groups. In support of the latter hypothesis, a number of multiethnic cohort studies have reported a higher DR prevalence among Mexican Americans than in non-Hispanic whites (5, 22, 23) . Others, however, showed a similar or lower prevalence of DR in African Americans (18) and Mexican Americans (24) than in non-Hispanic whites. In some studies (5), after adjusting for putative DR risk factors, racial differences in the prevalence of DR was attributed to differing levels of risk factors for DR, but in others, the excess risk was unexplained (22, 23, 25) . Differences in socioeconomic factors, including access to and the level of diabetes care, and possibly genetic susceptibility (26) , may also possibly explain some of the disparities in rates and severity of DR in the different ethnic groups. In addition, racial differences in the effect of DR risk factors could also have accounted for some of these variations (23, 27) . Populationbased studies incorporating host and environmental data are needed to further clarify the effect of race and ethnicity on DR prevalence.
We highlight several key points regarding the major risk factors for DR: First, we confirm the importance of the three major risk factors for DRddiabetes duration (17, 19, 28) , HbA 1c (17, (28) (29) (30) (31) (32) , and blood pressure (17, 28, 33) dand suggest that they apply broadly across the mild to vision-threatening stages of DR.
Second, we establish that higher total serum cholesterol was associated with a higher prevalence of DME, bringing clarity to previously conflicting reports about this risk factor (19) . This is particularly relevant to recent reports from trials suggesting that fenofibrate, a lipid-altering agent, may slow the development and progression of DR (34) . Fenofibrate, however, acts mostly on triglycerides, and its effects on retinopathy in those trials were independent of lipid levels achieved. Statins, however, did not affect DR severity in the few studies in which this was evaluated, although not as a primary outcome (35, 36) .
Third, we provide estimates of risk of DR by diabetes type, in which studies in individuals with type 1 diabetes are currently scarce. We showed that the prevalence of DR is substantially higher in type 1 than in type 2 diabetes (11, 37) , an outcome independent of diabetes duration. However, because we classified type of diabetes by age of onset (younger or older than age 30 years), in some studies there may be potential misclassification (e.g., some people with type 2 diabetes will be younger than 30 years).
The strengths of our study include a large sample size to determine prevalence and risk factor associations for sightthreatening end points (PDR, DME), the inclusion of diverse ethnic population samples from around the world, and studies that had used photographic documentation of DR.
Our study has limitations. Pooling of data from various sources introduces many potential sources of heterogeneity that could influence accuracy; thus, although our estimates are highly precise, their accuracy is unknown. Samples of different study designs could have considerably different inclusion criteria, sample selection, and study protocols. For example, population samples could have varied considerably between a cardiovascular disease study and an eye survey, or a study on diabetes complications. There was also a range of methods used in ascertaining diabetes status. Studies in which diagnosis of diabetes was based on self-report, without confirmation from blood tests, could have resulted in an overestimate of DR prevalence rates because those with undiagnosed diabetes might have been erroneously excluded from the sample denominator.
Furthermore, there were differences in the methodologies used to detect and diagnose DR, such as the number of eyes photographed per subject, number of retinal fields examined per eye, and the grading protocols and definitions used. In studies that did not collect data on diabetes type, this information was defined on the basis of age of diagnosis, with a cutoff at age 30 years to use as many studies with detailed information other than types of diabetes. Misclassification could have occurred as a result of this assumption. This, however, would not have affected the overall prevalence estimates but could have had a small effect of attenuating the comparative estimates between the type 1 and type 2 diabetes groups. A few studies with large numbers of participants could have influenced our results. Finally, the absence of studies from the Middle East, Africa, or South America could also affect the accuracy of our findings.
In conclusion, our current study provides the first global estimate of DR and, more important, the two sight-threatening end points (PDR and DME), based on a pooled individual participant analysis of more than 20,000 participants from 35 studies around the world. Our study shows that 35% of people with diabetes had some form of DR, and that 7% had PDR, 7% had DME, and 10% were affected by these vision-threatening stages. We estimate that in 2010, approximately 93 million were affected by DR, and 28 million by VTDR. This suggests that DR has the potential to be the leading cause of visual impairment and blindness worldwide. We confirmed the importance and impact of three major modifiable risk factorsdhyperglycemia, hypertension, and dyslipidemiadon the risk of all DR end points, including for the first time, PDR and DME. These results highlight the substantial public health effect of diabetes, and thus, the need for effective screening and management of DR risk factors.
